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FIG. 1

Scheme |

(la) D+G — D-G-D
(2a) D-G-D + D + (E —— E~(D-E),|-(D-G-D)y-(E-D),,-E

x1=1-100, e.g.,10-100, y1=1-100, e.g., 1-10, x2=1-100, e.g.,10-100

Scheme 2

(1b) D+ E——D-(D-E),;-D+D
(Zb) G+D+ D'(D'E’)x3'D - [D'(E'D)X4'(G)m3'(D'E)XS]}{9'D

x3=1-100, e.g., 10-30, x4=1-100, e.g., 10-30, m3=1-100, e.g., 1-10,
x5>=1-100, e.g.,10-30, x9=1-100, e.g., 1-10

Scheme 3

(I¢) D+ E——E-(D-E),(D-E
(2¢) D+G — D-G-D
(3¢c) E-(D-E)y6-D-E + D-G-D—— E-(D-E),7-D-E-(D-G-D),,4-(E-D),¢-D-E
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FIG. 6
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POLYSULFONE-URETHANE COPOLYMER,
MEMBRANES AND PRODUCTS
INCORPORATING SAME, AND METHODS
FOR MAKING AND USING SAME

This application 1s a continuation of U.S. patent applica-
tion Ser. No. 16/145,225, filed Sep. 28, 2018, which 1n turn
claims the benefit under 35 U. S.C. § 119(e) of prior U.S.
Provisional Patent Application No. 62/568,556, filed Oct. 3,

2017, which 1s incorporated in 1ts entirety by relference
herein.

BACKGROUND OF THE INVENTION

The present 1vention relates to polysulifone-urethane
copolymers and processes for making them, membranes and
products mcorporating them, processes of making the mem-
branes, and uses of membranes and products including them.

Membranes which have selective permeabilities are
widely used 1n various products, such as filtration media
used in the medical field. Membranes having a form of
hollow fiber are particularly suitable for the preparation of
high area per volume membranes, such as hollow fiber
membranes suitable for hemodialysis, hemofiltration, or
hemodiafiltration. A variety of polymers, including poly-
sulfone, polyethersulione, cellulose, cellulose acetate, poly-
amides, polyacrylonitriles, polymethyl methacrylates, poly-
vinyl alcohols, polyolefins, and the like, have been used to
form such hollow fiber membranes.

Pore forming additives (e.g., polyvinylpyrrolidone (PVP),
polyethylene glycol (PEG)) are generally added to mem-
brane-forming polymers with hydrophobic characteristics
(e.g., polysulione (PSF), polyethersulfone (PES)) for fabri-
cation of microporous membranes using a wet phase mver-
sion process. In addition to facilitating the formation of
porous or microporous structures during membrane fabrica-
tion, pore forming additives can enhance hydrophilicity
and/or blood compatibility of the membranes. However, the
pore forming additives can be leached out of the membrane
core and the membrane’s active surface during membrane
fabrication as well as 1n membrane applications mmvolving
aqueous-based fluid. These applications can include, for
instance, kidney dialysis, blood oxygenation, blood separa-
tion, water purification (or treatment), dairy processing, and
separations 1n the biotechnology and pharmaceutical indus-
try. When additives are leached out of the membrane’s
active surface, the membrane surface can be prone to
negative artifacts, such as membrane fouling and poor blood
compatibility.

A need exists for improved membrane materials which
can act as pore forming agents with reduced risk of leaching
out of the membranes while enhancing blood compatibility.

SUMMARY OF THE PRESENT INVENTION

A feature of the present invention 1s to provide a copo-
lymer which can be a membrane component or other product
component, which meets the above and/or other needs.

Additional features and advantages of the present mnven-
tion will be set forth in part in the description that follows,
and 1n part will be apparent from the description, or may be
learned by practice of the present mnvention. The objectives
and other advantages of the present invention will be real-
ized and attained by means of the elements and combina-
tions particularly pointed out in the description and
appended claims.
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2

To achieve these and other advantages, and 1n accordance
with the purposes of the present invention, as embodied and
broadly described herein, the present invention relates to a

polysulione-urethane copolymer comprising formula (I) or
formula (II):

[D-E]41-[D-G-D] o [E-Dl,s (D)

[D_ (E_D)bl_(G)bE_(D_E)bB]bﬁl (II)

wherein G 1s a urethane block, D 1s a divalent residue of an
aromatic dihydroxyl compound, and E 1s an aromatic
sulfone group, wherein 1) al, a2 and a3 are independently
from 1-100 which randomly or non-randomly repeat in
formula (I), and 11) b 1, b2, b3, and b4 are independently
from 1-100 which randomly or non-randomly repeat 1n
formula (II).

The present invention further relates to a polymer com-
position comprising the indicated polysulfone-urethane
copolymer 1in an amount of from about 10% to about 100%
by weight, based on total weight of the polymer composi-
tion.

The present mvention further relates to a membrane
comprising the indicated polysulfone-urethane copolymer.

The present mvention further relates to a method for
preparing the indicated polysulione-urethane copolymer,
comprising 1) reacting at least one oligo- or polyurethane
block with an aromatic dihydroxyl compound which end
caps the at least one oligo- or polyurethane block to form an
end-capped oligo- or polyurethane block, and 2) reacting the
end-capped oligo- or polyurethane block with an aromatic
diol and a dihalodiphenyl sulfone to form a polysulione-
urethane copolymer with control of stoichiometry so that the
polysulfone-urethane copolymer has dihalodiphenyl sulfone
end groups.

The present mnvention further relates to a method for
preparing the indicated polysulione-urethane copolymer,
comprising 1) reacting an aromatic diol and a dihalodiphe-
nyl sulfone to form a polysulfone block, and control the
stoichiometry so that the polysulione block 1s end-capped
with residue of an aromatic diol, and 2) reacting at least one
oligo- or polyurethane block, an aromatic dihydroxyl com-
pound, and the polysulfone block to form a polysulione-
urethane copolymer.

The present invention further relates to a method for
preparing the indicated polysulfone-urethane copolymer,
comprising 1) reacting aromatic diol and a dihalodiphenyl
sulfone to form a polysulfone block, and control the stoi-
chiometry so that the polysulfone block has dihalodiphenyl
end groups, 2) reacting at least one oligo- or polyurethane
block with an aromatic dihydroxyl compound which end
caps the at least one oligo- or polyurethane block, and 3)
reacting the sulfone block and the end-capped oligo- or
polyurethane block to form a polysulione-urethane copoly-
mer.

The present mvention further relates to a process of
making a membrane comprising preparing a dope solution
containing the indicated polysulfone-urethane copolymer,
and forming a hollow fiber or flat sheet with the dope
solution.

The present mvention further relates to a process of
making a membrane, comprising a) forming a spinning mass
comprising the indicated polysulione-urethane copolymer,
and b) spinning the spinning mass through a spinneret to
form hollow fibers.

The present invention further relates to a dialyzer com-
prising the indicated hollow fibers.
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The present invention further relates to a process for
hemodialysis or hemofiltration or hemodiafiltration com-
prising contacting blood with a membrane comprising at
least one of the indicated hollow fibers or flat sheet.

It 1s to be understood that both the foregoing general
description and the following detailed description are exem-

plary and explanatory only and intended to provide a further
explanation of the present invention, as claimed.

BRIEF DESCRIPTION OF DRAWINGS

FIG. 1 1s a process flow diagram of a method of produc-
tion of a polysulfone-urethane copolymers according to
Schemes 1, 2 or 3, according to examples of the present
application.

FIG. 2 shows a reaction scheme for synthesizing a poly-
urethane block/oligomer intermediate which can be used in
synthesizing a polysulione-urethane copolymer of the pres-
ent mvention, according to an example of the present
application.

FIG. 3 shows examples of a diisocyanate, a polyol, an
aromatic dihydroxyl compound, and a dihalodiphenyl
sulfone, which can be used as reactants in the methods of
Schemes 1, 2, and 3 of FIG. 1 1n the production of poly-
sulfone-urethane copolymers of the present invention,
according to examples of the present application.

FIG. 4 shows a bisphenol-A end-capped urethane oli-
gomer ol FIG. 2, which can be formed as an intermediate
product 1n reaction steps of Schemes 1 and 3 shown 1n FIG.
1, in the production of a polysulfone-urethane copolymer
according to those reaction schemes, according to an
example of the present application.

FIG. 5 shows a repeating unit of a polysulfone-urethane
copolymer comprising bisphenol A (BPA) and 4,4'-chlorodi-
phenyl sulfone (DCDPS), according to an example of the
present application.

FIG. 6 1s a process flow diagram of a method of produc-
tion of a microporous membrane which incorporates a
polysulfone-urethane copolymer, according to an example
of the present application.

FIG. 7 shows a plot of water permeance for flat sheet
membranes formed with different ratios of mventive poly-
sulfone-urethane copolymer (Batch 1: 16 wt % BPA end-
capped urethane/copolymer) to PVP, according to an
example of the present application, and membranes formed
with different ratios of comparative polysulione to PVP.

FIG. 8 shows a plot of water permeance for flat sheet
membranes formed with different ratios of mventive poly-
sulfone-urethane copolymer (Batch 2: 50 wt % BPA end-
capped urethane/copolymer) to PVP, according to an
example of the present application, and membranes formed
with different ratios of comparative polysulione to PVP.

FIG. 9A 1s an SEM 1mage of a bottom surface of porous
copolymer membrane formed with polysulfone-urethane
copolymer of Batch 2 without PVP, and FIG. 9B 1s an SEM
image ol the top surface (active side) of the membrane,
according to an example of the present application.

DETAILED DESCRIPTION OF THE PRESENT
INVENTION

Polysulfone-polyurethane copolymers are disclosed
which are suitable for medical products, such as membranes
for dialysis, filtration, or other solute and/or solvent
exchange processes, or other products. These polysulione-
polyurethane copolymers can be used to supplant more
highly leachable pore-forming additives, such as polyvinyl
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4

pyrrolidone (PVP) or polyethylene glycol (PEG), at least in
part or entirely, in membranes or other products. This can
reduce risk of additive leachung out of such products.

Additionally or alternatively, these polysulifone-polyure-
thane copolymers can be used as polymer matrix material in
the membranes or other products, as the only polymer matrix
material or in combination with other polymer matrix mate-
rial. Membranes incorporating these polysulfone-polyure-
thane copolymers can be used for dialysis or other applica-
tions where the membrane 1s 1n contact with blood or other

body fluid.

Membranes incorporating these polysulione-polyure-
thane copolymers can have comparable or greater blood
compatibility or other enhanced properties compared to

membranes formed with a typical polyarylethersulfone and
PVP additive.

The polysulfone-polyurethane copolymers according to
the present invention can be used 1n methods which provide
a solution that can be formed 1nto articles, such as cast, spun,
extruded or molded medical articles (e.g., hollow fiber or flat
sheet membranes), which can have the desired low leach
out, blood compatibility, and/or other desirable properties.

Methods are provided for synthesizing the polysulfone-
polyurethane copolymers which, as an option, use multi-
stage reactions which involve reactions of urethane oli-
gomer, aromatic dihydroxyl compounds, and dihalodiphenyl
sulfone 1n combinations and under conditions controlled to
form block copolymers of polyurethane and polysulione.

As an option, polysulione-urethane copolymer according
to this mvention can comprise formula (I) or formula (II):

[D-E];1-[D-G-D] o [E-D] 3 (D)

[D-(E-D)1-(G)pa-(D-E)z3]pa (1)

wherein G 1s a urethane block, D 1s a divalent residue of an
aromatic dihydroxyl compound, E 1s an aromatic sulione
group, and wherein 1) al, a2 and a3 are independently from
1-100 which randomly or non-randomly repeat 1n formula
(I), and 11) b1, b2, b3, and b4 are independently from 1-100
which randomly or non-randomly repeat 1n formula (II). As
an option, E can be a di-reacted residue of a dihalodiphenyl
sulfone, D can be di-reacted residue of a dihydroxybiphenyl
or a dihydroxydiphenyl sulfone, and G can comprise an
oligo- or polyurethane chain. Further examples of G, D, and
E are included herein.

As an option, the polysulione-urethane copolymer can
comprise formula (I):

[D-E];1-[D-G-D] o~ [E-D]3

wherein al and a3 are mndependently from 10-100 and a2 1s
from 1-10 units which randomly or non-randomly repeat 1n
formula (I); or formula (II):

[D-(E-D)p1-(G)pa-(D-E)p3pa

wherein bl and b3 are independently from 10-100 and b2
and b4 are independently from 1-10 units which randomly or
non-randomly repeat 1 formula (1I).

The urethane block/oligomer G can comprise the reaction
product of polyol (e.g., diol) and diisocyanate. As an option,
(G can have a structure of formula (IV):
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wherein R 1s a divalent residue of an aliphatic or aromatic
diisocyanate linker, R' 1s a divalent residue of an organic
polyol compound which 1s different from D, m1 1s 1-10, and
m?2 1s 0-10. As an option, G can further comprise at least one
amphiphilic or hydrophilic or hydrophobic block in the
oligo- or polyurethane chain. As an option, the blood com-
patibility of the polysulfone-polyurethane copolymer which
incorporates the polyurethane chain can be enhanced by
incorporating amphiphilic or hydrophilic or hydrophobic
blocks 1n the polyurethane chain, or modifying at least one
of the terminal groups of the oligo- or polyurethane chain,
or a combination thereof. For purposes herein, a polymer,
oligomer, membrane (hollow or flat), or other material that
1s “hydrophilic” has a strong afhinity for water or can be
wetted with water. A polymer, oligomer, membrane, or other
material that 1s “hydrophobic” lacks or has little athnity for
water or 1s nonwettable with water. A polymer, oligomer,
membrane, or other material that 1s “amphiphilic” possesses
both hydrophilic and hydrophobic properties.
As an option, D can have formula (V):

O—Ar-L-Ar'—O

wherein each of Ar and Ar' 1s an aromatic moiety; L 1s a
linking moiety selected from L' or L°, wherein L" has the
tformula (VI):

wherein L 1s alkyl or alkylarylalkyl (or alkylaralkyl), and

each of J* and J* is independently selected from hydrogen,

alkyl, halogenated alkyl, halogenated arylalkyl, alkenyl,

haloalkenyl, phenyl, halogen, hydroxyalkyl, hydroxyarylal-

kvyl, alkynyl, alkyloxy, arylalkyloxy, aminoalkyl, aminoary-

lalkyl, alkyl and arylalkyl substituted by carboxylic acid,

ester, amide, aldehyde and ketone function, and L* is SO.,,.
As an option, E can have formula (VII):

— Ar'—S0,F A —(Q—Ar),—SO,+—Ar —

wherein each of m and n are independently zero or an integer
of 1 to 10; each of Ar', Ar*, Ar’ and Ar” is an unsubstituted
or substituted aromatic moiety; Q 1s a bond or a divalent
group. In formula (VII), “SO,” refers to a sulfonyl linkage.
As an option, one or more of A', Ar°, Ar’ and Ar* may be
a substituted aromatic moiety comprising at least one sub-
stituent selected from halogen, alkyl, haloalkyl, alkenyl,
aryl, ether, carboxyl, ester, amino, amide, imide, and qua-
ternary amine, or other substituents. As an option, Q 1s a
bond, unsubstituted or substituted phenyl, —CH,—,
—C(0), —C(CHy),—, —C(CF;3)— —C(=CCL),
—C(CH;)(CH,CH,COQOH)—, wherein (Q 1s a bond, unsub-

N—R—O—¢R'—03—5—C
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stituted or substituted phenyl, —CH,— —C(O),
—C(CH;), —, —C(CF3),—, —C(—=CCl,), or —C(CH;)
(CH,CH,COOH)—.

[ 1

As an option, D and E can be residues obtained from
condensing reactants such as shown in formulas (V) and
(VII) 1n the resulting copolymeric structures. As an option,
D can be dertved as a residue of a reactant which can be
bisphenol A (IUPAC name: 4,4'-(propane-2,2-diyl)diphenol)
(also commonly referred to as “BPA™), bisphenol B (4,4'-
(butane-2,2-diyl)diphenol), bisphenol C (4,4-1sopropy-
lidenedi-o-cresol), bisphenol E (4,4'-ethylidenebisphenol),
bisphenol F (4,4'-methylenediphenol), bisphenol S (4,4'-
sulfonyldiphenol), bisphenol 7Z (4,4'-cyclohexylidenebi-
sphenol), bisphenol AF (2,2-bi1s(4-hydroxyphenyl)hexatluo-
ropropane), bisphenol BP (4,4'-(diphenylmethylene)
diphenol), or others. As an option, E can be derived as a
residue from a reactant that can be an aromatic dihalosulfone
compound, such as a dihalodiphenyl sulfone, e.g., dichlo-
rodiphenyl sulione, difluorodiphenyl sulfone, and dibromo-
diphenyl sulfone, or others. As a preferred option, E can be
derived from a reactant which can be a 4,4'-dihalodiphenyl
sulfone, such as 4,4'-dichlorodiphenyl sulfone (DCDPS),
4.4'-difluorodiphenyl sulfone, and 4,4'-dibromodiphenyl
sulifone.

As an option, the polysulione-urethane copolymer can
comprise formula (I1II):

I-D-[X],~[D-G-D},-[X],-D-J

wherein J 1s an end group of the polymer, X 1s a polysulione
block comprised of aromatic dihydroxyl compound and
dihalodiphenyl sulfone, wherein g and 1 are independently
from 1-100 units. As an option, each J 1s a mono-reacted
residue of a dihalodiphenyl sulfone or a polysulfone block
containing an aromatic dihydroxyl compound and a dihalo-
diphenyl sulfone end unit, and each of D and G are as
described earlier.

As an option, the polysulfone block of a polysulione-
polyurethane copolymer of the present mmvention may be
derivatized. As an option, the polysulfone-polyurethane
copolymers can be subjected to post-polymerization modi-
fications to add functional groups (e.g., chloromethyl or
quaternary amines) to the aromatic rings of the polysulione
units of the copolymer backbone to modily surface proper-
ties for improved wetting, biocompatibility, solubility, or
any combination thereof. These polysulione-polyurethane
copolymers can provide an alternative to typical surface
modifying macromolecules (SMMs) (e.g., SMMs having
halogenated end groups as surface active groups) in use in
medical products.

As an option, the polysulione-urethane copolymer
according to the invention can have a weight average
molecular weight of from about 10,000 to about 750,000
g/mol, or from about 25,000 to about 600,000 g/mol, or from
about 50,000 to about 500,000 g/mol, or from about 75,000
to about 350,000 g/mol, or from about 100,000 to about
250,000 g/mol, or other values.

As an option, any one of three general reaction schemes
can be used for synthesizing polysulione-polyurethane
copolymers according to the invention. These general reac-
tion schemes are shown 1n FIG. 2 as Schemes 1, 2, and 3.
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The first reaction scheme shown as Scheme 1 in FIG. 1
comprises two reaction steps (1a) and (2a). In first step (1a)
of Scheme 1, urethane block/oligomer (abbreviated as “G”
herein) can be end-capped with aromatic dihydroxyl com-
pound (abbreviated as “D” hereimn) to form an end-capped
urethane oligomer (abbreviated “D-G-D” herein), and then,
in second step (2a), the end-capped urethane oligomer
D-G-D can be added to a polysulione polymerization reac-
tion wherein the end-capped oligomer D-G-D can be reacted
with aromatic dihydroxyl compound (D) and dihalodiphenyl
sulfone compound (abbreviated as “E” herein) with the
stoichiometry controlled to form block copolymer of poly-
urcthane and polysulfone having dihalodiphenyl sulfone
compound (E) end groups.

In Step (1a) of Scheme 1, the urethane oligomer end-
capping can be provided by reaction of isocyanate (NCO)
end groups of ditsocyanate with bisphenol or other aromatic
dihydroxyl compound in an organic solvent, e.g., a polar
aprotic solvent. The bisphenol or other aromatic dihydroxyl
compound may be used in a stoichiometric amount or
stoichiometric excess. The urethane oligomer (G) used 1n
this reaction step (la) of Scheme 1, and in step (26) of
Scheme 2 discussed herein, can be synthesized or commer-
cially obtamned. FIG. 2, for example, shows a general
reaction scheme which can be used, as an option, for making,
urethane oligomers from diisocyanate and polyol, which can
be used 1n methods of the present invention. Conventional
methods for synthesizing urethane oligomers can be used, as
an option, such as those shown i U.S. Pat. No. 8,071,683,
which 1s incorporated in 1ts entirety by reference herein.
Alternatively, as indicated, the urethane oligomers may be
commercially obtained. FIG. 3 shows examples, as options,
for diisocyanates (abbreviated as “A'”, “A*”, “A>”) which
can be used as the diisocyanate, and a general structure
(abbreviated as “F”) which encompasses diols/polyols
which can be used, 1n the reactions of FIG. 2. The moieties
R and R'1identified 1n FIG. 3 provide examples of similarly
identified groups in the urethane oligomer structure shown
in FIG. 2. FIG. 3 also shows, bisphenol A (abbreviated “D"”)
which can be used, as an option, for compound D 1s steps
(1a) and (2a) of Scheme 1. Further, referring to FIG. 4, an
example of the end-capped urethane oligomer (D-G-D) 1s
shown where the end groups (D) are monovalent residues of
bisphenol A and the intermediate chain 1s shown as divalent
residue of the urethane oligomer shown i FIG. 2, as an
option, where m2 1s made zero to simplify the illustration.
Referring to the bisphenol-A end-capped urethane oligomer
shown 1n FIG. 4, R can be diisocyanate moieties such as any
of those 1dentified 1n FIG. 3, and R' can be a divalent residue
of a polyol, such as R' derived from the “Polyol/Diol” (F)
shown 1n FIG. 3.

To prepare the aromatic dihydroxyl end-capped urethane
oligomer intermediate such as shown 1n step (1a) of Scheme
1, as an option, the reactants can be combined 1n a reactor
vessel and maintained at a reaction temperature of 65° C.+£35°
C. at atmospheric pressure (e.g., about 1013.25 mbar) for a
mimmum of at least about 2 hours or until no change was
seen 1n the amount of NCO end groups (e.g., by NCO
titration). The resulting product can be cooled and then
stored at ambient conditions until used in the step of
synthesizing the polysulfone-urethane copolymer.

In step (2a) of Scheme 1, the end-capped polyurethane
oligomer (D-G-D) produced in step (1a) can be reacted with
an aromatic diol (D) (e.g., an aromatic dihydroxyl com-
pound) and a dihalodiphenyl sulfone (E) to form a poly-
sulfone-urethane copolymer with control of stoichiometry
so that the polysulione-urethane copolymer has dihalodi-
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phenyl sulfone (E) end groups, and includes the -D-E-,
-D-G-D-, and -E-D-units shown 1n step (2a), which can be
present in values indicated for x1, y1, and x2, respectively,
in the figure. FIG. 3 shows 4.,4'-dichlorodiphenyl sulione
(abbreviated “E'”) which can be used, as an option, for
compound E 1n step (2a) of Scheme 1. FIG. 5 shows an
illustration of a -D-E-repeating unit shown in the poly-

sulfone-urethane copolymer product which, as an option,
can be comprised of bisphenol A (BPA) and 4,4'-chlorodi-

phenyl sulfone (DCDPS). The reaction in Step (2a) of
Scheme 1 can be performed 1n the presence of at least one
metal carbonate (e.g., dipotassium carbonate) and organic
solvent, e.g., a polar aprotic solvent, with the dihalodiphenyl
sulfone (D) used 1n stoichiometric excess. While not desir-
ing to be bound to a particular theory, the at least one metal
carbonate may be a deprotonating base with respect to the
aromatic diol (aromatic dihydroxyl compound) to support a
polycondensation reaction 1n the reaction mixture.

To prepare a polysulfone-urethane copolymer according
to the present invention using the aromatic dihydroxyl
end-capped urethane oligomer solution obtained in step (1a)
with aromatic dihydroxyl compound and stoichiometric
excess (“XS”) of dihalodiphenyl sultfone, such as shown 1n
step (2a) of Scheme 1, as an option, the reaction mixture can
be reacted in the presence of the metal carbonate as a
catalyst at a reaction temperature of from about 145° C. to
about 160° C. (e.g., about 152° C. to 155° C.) 1n a reaction
vessel setup with inter alia a fractionation column (e.g.,
Dean-Stark trap and water-cooled condenser). Under these
reaction conditions and set-up, the aromatic dihydroxyl
end-capped urethane oligomer can form a phenolate salt
anion, which competes with the free aromatic dihydroxyl
compound for the dihalodiphenyl sulifone, and this allows
the urethane blocks to be incorporated into the polysulione
chain. Byproduct water 1s removed during the reaction, and
the progress of the reaction can be monitored using gel
permeation chromatography and torque as indicators for
polymerization progress. Molecular weight of the copoly-
mer product can be a positive function of the duration of the
reaction. For example, for a reaction of BPA-end-capped
PPG-TDI urethane, BPA, and DCDPS under the indicated
reaction conditions, the molecular weight (Mw) of the
polysulfone-urethane copolymer product may be about
15,000 to about 25,000 Daltons after about 18 hours, about
65,000 to about 75,000 Daltons after about 38 hours, and
about 70,000 to about 85,000 after about 45 hours, or other
values. In view of this, the duration of the reaction may be
at least 10 hours, or at least 20 hours, or at least 30 hours,
or at least 40 hours, or other times, such as depending on the
selections for the reactants and reaction conditions.

The 1solation of a polysulione-urethane copolymer prod-
uct obtained according to the present imvention may be
carried out, for example, by filtering the reaction solution
and then precipitating the polymer by adding the polymer
solution to water, and blending them with agitation to
remove most of solvent and to precipitate the copolymer.
Low molecular weight species, such as oligomer (e.g.,
unreacted oligomer), may be present with the polysulione-
urethane copolymer product 1n the reaction solution. The
low molecular weight species can be separated from the
polysulfone-urethane copolymer product by the 1solation
procedure to purily the copolymer product. Low molecular
weight species can have molecular weights 1.5 kDa or
lower, or from about 0.3 kDa to about 1.5 kDa. The
copolymer can be ground into powder by the blender, then
vacuum filtered and washed with fresh water again with
agitation, and this process can be repeated one or more
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times, after which the 1solated copolymer can be drnied (e.g.,
oven dried at about 120° C. for about 12 hours) to provide
a polysulfone-urethane copolymer product in powder form.
The polysulione-urethane copolymer can be 1solated as a dry
solid which remains as solid at about 25° C. The solid form
can be dissolvable 1n an organic solvent. The solid form of
the additive may be a solid particulate (e.g., powder, pellets,
or other tlowable dry solid particles), or a solid thin film.

The second reaction scheme shown as Scheme 2 in FIG.
1 comprises two reaction steps (15) and (25). In first step
(15) of Scheme 2, aromatic dihydroxyl compound (D) can
be reacted with dihalodiphenyl sulfone compound (E) with
the stoichiometry controlled to produce polysulifone blocks
(abbreviated as “D-(E-D)_,-D” in Scheme 2 having aromatic
dihydroxyl compound (D) end groups, and allowing a slight
excess of unreacted aromatic dihydroxyl compound (D), and
then, 1n step (2b) urethane oligomer ((G), aromatic dihy-
droxyl compound (D), and the sulfone block (D-(E-D) _;-D)
produced 1n step (15) of Scheme 2 can be reacted to form a
polysulfone-urethane block copolymer.

In step (15) of Scheme 2, aromatic dihydroxyl compound
(D) can be reacted with dihalodiphenyl sulfone (E), with
compound (D) 1n stoichiometric excess (“XS”), to produce
the polysulione blocks (D-(D-E) _;-D) that have aromatic
dihydroxyl compound end groups, and, as indicated, allow-
ing for a slight excess ol unreacted aromatic dihydroxyl
compound (D). The -D-E-units can be present in values
indicated for x3 in the figure. The reaction i Step (15) of
Scheme 2 can be performed 1n the presence of at least one
metal carbonate (e.g., dipotassium carbonate) and solvent,
¢.g., a polar aprotic solvent.

To prepare the aromatic dihydroxyl end-capped repeating
unit comprised ol aromatic dihydroxyl compound and diha-
lodiphenyl sulfone such as shown 1n step (15) of Scheme 2,
the reaction mixture can be reacted in the presence of the
metal carbonate as catalyst at a reaction temperature of from
about 145° C. to about 185° C. for about 2 hours to about 12
hours 1n a reaction vessel setup with inter alia a fractionation
column (e.g., Dean-Stark trap and water-cooled condenser).

In step (2b) of Scheme 2, urethane oligomer (G) and
dihydroxyl compound (D) can be reacted with the poly-
sulfone blocks (D-(D-E)_;-D) produced 1n step (15) to form
a polysulfone-urethane block copolymer. The -D-E-, -E-D-,
-G-, -D-E-, and D-(E-D)_,-(G), s-(D-E),<, units shown 1n
step (2b6) can be present 1n values indicated for x3, x4, m3,
x5, and x9, respectively, 1 the figure. The reacted mixture
may have small amounts of end-capped urethane oligomer
(D-G-D) (not shown) which, 1f present, can be removed by
ultrafiltration. The reaction 1n Step (2b) of Scheme 2 can be
performed in the presence of at least one metal carbonate
(c.g., dipotasstum carbonate) and solvent, e.g., a polar
aprotic solvent.

The intermediate oligomer product solution of step (15)
can be reacted i step (2b) with urethane oligomer and
aromatic dihydroxyl compound in the presence of the metal
carbonate as catalyst at a reaction temperature of from about
145° C. to about 185° C. for about 2 hours to about 12 hours
in a similar reaction vessel setup with a fractionation column
to produce the polysulfone-urethane copolymer product.
This copolymer product of Scheme 2 can be 1solated 1n a
similar manner as indicated for Scheme 1.

The third reaction scheme shown as Scheme 3 1 FIG. 1
comprises three reaction steps (1c), (2¢), and (3¢). In first
step (1¢), aromatic dihydroxyl compound (D) 1s reacted with
dihalodiphenyl sulfone compound (E) with the stoichiom-
etry controlled to produce polysulfone blocks (abbreviated

as “BE-(D-E), .-D-E” in Scheme 3) having dihalodiphenyl
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sulfone (E) end groups, and i a second step (2¢), an
urethane block/oligomer (G) 1s end-capped with aromatic
dihydroxyl compound (D) to form end-capped urethane
oligomer (D-G-D), and then, 1n a third step (3c¢), the poly-
sulfone block (E-(D-E), .-D-E) formed 1n step (1) can be
reacted with the end-capped urethane oligomer D-G-D pro-
duced 1n step (2¢) to create a polysulfone-urethane block
copolymer structure.

In step (1¢) of Scheme 3, aromatic dihydroxyl compound
(D) can be reacted with dihalodiphenyl sulfone (E), with
compound (E) 1n stoichiometric excess (“XS”), to produce
polysulione blocks (E-(D-E), .-D-E) that have dihalodiphe-
nyl sulfone end groups. The -D-E-units shown 1n step (1¢)
can be present 1n values indicated for x6 1n the figure. The
reaction 1n step (1¢) of Scheme 3 can be performed in the
presence ol at least one metal carbonate (e.g., dipotassium
carbonate) and solvent, e.g., a polar aprotic solvent.

To prepare the intermediate oligomer product such as
shown 1n step (1¢) of Scheme 3 which comprises repeating
units of aromatic dihydroxyl compound and dihalodiphenyl
sulfone and dihalodiphenyl sulfone end groups, as an option,
the reaction mixture can be reacted in the presence of the
metal carbonate as catalyst at a reaction temperature of from
about 145° C. to about 185° C. for about 2 hours to about 12
hours 1n a reaction vessel setup with inter alia a fractionation
column (e.g., Dean-Stark trap and water-cooled condenser).

In step (2¢) of Scheme 3, the urethane oligomer end-
capping with an aromatic dihydroxyl compound can be
achieved by use of a similar reaction and conditions as
indicated for step (1a) of Scheme 1.

In step (3¢), polysulione blocks (E-(D-E) .-D-E) pro-
duced 1n step (1c¢) can be reacted with the end-capped
polyurethane oligomer (D-G-D) of step (2¢) to form a
polysulfone-urethane copolymer. The -D-E-, -D-E-, -D-G-
D-, and -E-D-, units shown 1n step (3¢) can be present 1n
values 1ndicated for x6, x7, m4, and x8, respectively, 1n the
figure. The reaction i1n step (3¢) of Scheme 3 can be
performed i1n the presence of at least one metal carbonate
(e.g., dipotasstum carbonate) and solvent, e.g., a polar
aprotic solvent.

For step (3¢) of Scheme 3, the intermediate oligomer
product solution obtained from step (1¢) can be reacted with
the aromatic dihydroxyl end-capped urethane oligomer
obtained from step (2¢) in the presence of the metal car-
bonate as catalyst at a reaction temperature of from about
145° C. to about 185° C. for about 2 hours to about 12 hours
in a similar reaction vessel setup with a fractionation column
to produce the polysulfone-urethane copolymer product.
This copolymer product can be 1solated in a similar manner
as 1ndicated for Scheme 1.

For purposes of any individual reaction steps or stages of
Schemes 1, 2, and 3, the components of the respective
reaction mixture can be generally reacted concurrently. The
individual components may be mixed 1in an upstream step
and subsequently be reacted. It 1s also possible to feed the
individual components into a reactor i which these are
mixed and are then reacted, wherein the individual compo-
nents may be simultaneously fed into the reactor, or one or
more of the reactants can be prefed into the reactor and the
remaining reactant(s) can be dosed into the reaction mixture
during the reaction.

As an option, the organic solvent, (e.g., polar aprotic
solvent) indicated as used 1n various steps of Schemes 1, 2
and 3 can be at least one of dimethylacetamide (DMAC),
dimethylformamide (DMF), tetrahydrofuran (THF),
N-methylpyrrolidone (NMP), N-ethyl-2-pyrrolidone (NEP),
dimethylsulfoxide (DMSQ), tetrahydrofuran (THF), N-eth-
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ylpyrrolidone (NEP), N-octylpyrrolidone, dimethylforma-
mide (DMF), butyrolactone, sulfolane, anisole, or others.
Water of reaction 1s formed 1n the condensation reactions,

such as between aromatic dihydroxyl compound (D) (e.g.,
BPA) and dihalodiphenyl sulfone compound (E) (e.g.,

DCDPS), and 1n other condensation reactions that may form
part of some of the indicated steps of Schemes 1, 2, and 3.
Byproduct water can be removed from the reaction mixture,
such as by distillation. The metal carbonate indicated for use
in some of the reaction steps of Schemes 1, 2 and 3 can be
anhydrous. As an option, the metal carbonate can be an
alkal1 metal carbonate, alkaline earth metal carbonate, or any
combination thereof. As an option, the metal carbonate can
be sodium carbonate, potassium carbonate, and/or calcium
carbonate, and preferably can be potassium carbonate. As an
option, the metal carbonate can be used 1n dry fine particle
form.

As an option, a polymer composition can be provided
which comprises polysulione-urethane copolymer accord-
ing to this mvention 1n an amount of from about 1% to about
100%, or from about 10% to about 100%, or from about
15% to about 99 w %, or from about 20% to about 95%, or
from about 25% to about 90%, or from about 30% to about
80%, or from about 35% to about 75%, by weight, based on
total weight of the composition. As an option, other com-
ponents of such polymer compositions may be one or more
ol a different polymer or polymers, solvent(s), additives, or
other materials which are chemically co-stable with the
polysulfone-urethane copolymer at typical room and storage
conditions.

The polysulfone-urethane copolymers according to the
invention resulting can be used 1n the fabrication of medical
products, such as dialysis membranes, hemofiltration mem-
branes, diafiltration membranes, or other products. A
microporous membrane which incorporates the polysulfone-
urethane copolymer can be produced by a method of the
present invention, which can have a shape of a hollow fiber,
or a flat sheet membrane, or other self-supporting shapes. As
an option, the polysulfone-urethane copolymer can be incor-
porated into polymer dope solutions, which can be mixed,
filtered, and spun into hollow fibers, or cast into a film, with
contact made with a precipitation fluid, and further pro-
cessed to form a microporous membrane.

Referring to FIG. 6, a method of forming a microporous
membrane according to an example of the present applica-
tion, 1indicated by the identifier 600, includes steps 601A,
6018, 602, 603, and 604. In step 601 A, the polymer dope
solution 1s formed by dissolving membrane-forming poly-
mer or polymers, which include membrane matrix-forming,
polymer and pore forming polymer, 1n organic solvent. As
an option, the polysulfone-urethane copolymer according to
the present invention can be used as a matrix polymer, pore
forming agent, or both in the membrane. In step 601B,
precipitation fluid 1s provided. The contacting of the poly-
mer dope solution with precipitation fluid in step 602, 1s
tollowed by rinsing of the membrane 1n step 603, and drying
the rinsed membrane 1n step 604.

The polymer dope solution can comprise a mixture of at
least one polymer which comprises the polysulfone-ure-
thane copolymer according to the present invention and at
least one organic solvent that can dissolve the polymer(s).
As dicated, the polysulione-urethane copolymer of the
present 1nvention can function as a membrane-forming,
polymer, a pore-forming agent in the membrane, or both.
The mixture of polymer(s) and organic solvent, as a pre-
terred option, can be a homogenous mixture.
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In an option, the polysulione-urethane copolymer 1s the
only membrane-forming polymer used in the membrane. In
an option, at least one polymer different from the poly-
sulfone-urethane copolymer 1s also used as a membrane-
forming polymer in combination with the polysulfone-ure-
thane copolymer. If used, the different polymer used as a
membrane-forming polymer can be a hydrophobic polymer.
This different polymer used as a membrane-forming poly-
mer, 11 used, can be, as an option, at least one of polysulfone
(PSF), polyethersulione (PES), polyarylsulione (PAS), pol-
yarylethersulfone (PAES), polyvinylidene fluoride (PVDEF),
polyacrylonitrile (PAN), or any copolymer thereof.

A membrane-forming polymer other than the poly-
sulfone-urethane copolymer, such as when commercially
obtained, may be pre-combined with smaller amounts of
other co-additives, such as antioxidants (e.g., Vitamin E),
UV stabilizers, antiozonates, antifoams, plasticizers, pro-
cessing aids, stearates, dyes, and/or colorants, and so forth,
which can be tolerated 1n the membrane compositions of the
present 1nvention.

The organic solvent used to dissolve the polysulfone-
urethane copolymer and any different polymer used as
membrane-forming polymer can be, as an option, at least
one of dimethylacetamide (DMAC), dimethylformamide
(DMF), tetrahydrofuran (THF), N-methylpyrrolidone
(NMP), N-ethyl-2-pyrrolidone (NEP), dimethylsulioxide
(DMSQO), tetrahydrofuran (THF), N-ethylpyrrolidone
(NEP), N-octylpyrrolidone, dimethylformamide (DMF), or
butyrolactone. As a preferred option, the organic solvent
used to dissolve the polysulfone-urethane copolymer and
any different polymer(s) used as membrane-forming poly-
mer 1s a polar aprotic solvent. The organic solvent (e.g.,
polar aprotic solvent) can dissolve the polysulfone-urethane
copolymer and any different polymer(s) used as membrane-
forming polymer used for making the microporous mem-
brane, e.g., by wet phase inversion process.

The polymer dope solution, as an option, can further
comprise at least one hydrophilic polymer, such as polyvi-
nylpyrrolidone (PVP) or polyethylene glycol (PEG), or
other hydrophilic polymers. As indicated, the polysulione-
polyurethane copolymers according to the present invention
can be used to reduce or even eliminate the amount of use
of more highly leachable pore-forming additives, such as
polyvinyl pyrrolidone (PVP) or polyethylene glycol (PEG),
in membranes or other products. As an option, membranes
formed using the polysulifone-urethane copolymer according
to the 1nvention can contain from O to less than 50 wt %, or
from O to less than 25 wt %, or from 0 to less than 10 wt %,
or from O to less than 5 wt %, or from O to less than 1 wt %,
or from 1 to less than 50 wt %, or from 2 to less than 25 wt
%, or from 3 to less than 10 wt %, or other amounts, of
polyvinylpyrrolidone or polyethylene glycol, or both, based
on total weight of the polymer dope solution. Thus, the
polysulfone-polyurethane copolymers according to the pres-
ent invention may eflectively replace a conventional poly-
sulfone/PVP membrane. If included, the amount of any
hydrophilic polymer included 1n the polymer dope solution
can be limited to amounts that do not cause a leaching
problem.

The polymer dope solution can have limited or no water
content. Premature coagulation of the polymer dope solution
1s undesirable to an extent that 1t would interfere with the
ability of the polymer dope solution to extrude or cast or
otherwise shape the polymer dope solution into a desired
form of the membrane for contact with the precipitation fluid
and/or to 1nteract 1n the desired manner with the precipita-
tion fluid. Water content of the polymer dope solution can
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be, as an option, less than about 7 wt % water, e.g., 0-6.9 wt
% water, or 0-6 wt % or water, or 0-5 wt % water, or 0-4 wt
% water, or 0-3 wt % water, or 0-2 wt % water, or 0-1 wt %
water, or other amounts, based on total weight of the
polymer dope solution.

The polymer dope solution can have a composition, as an
option, of from about 1 wt % to about 30 wt % polysulione-
urethane copolymer, from about O to about 30 wt % mem-
brane-forming polymer different from polysulfone-urethane
copolymer, from about 83 wt % to about 63 wt % organic
solvent (e.g., polar aprotic solvent), and less than about 7 wt
% water, based on total weight of the polymer dope solution.
In another option, the polymer dope solution can have a
composition of from about 10 wt % to about 25 wt %
polysulfone-urethane copolymer, from about from about O to
about 30 wt % membrane-forming polymer different from
polysulfone-urethane copolymer, from about 88 wt % to
about 63 wt % polar aprotic solvent, and less than about 7
wt % water, based on total weight of the polymer dope
solution. In another option, the polymer dope solution can
have a composition of from about 13 wt % to about 20 wt
% polysulione-urethane copolymer, from about 87 wt % to
about 75 wt % polar aprotic solvent, and less than about 6
wt % water, based on total weight of the polymer dope
solution. Other compositions of the polymer dope solution
which include these components may be used.

The precipitation flmd can comprise an organic solvent,
such as a polar aprotic solvent, which can be selected from
among the same solvents indicated for use with the polymer
dope solution. The precipitation tluid also contains an 1nor-
ganic solvent, such as water, 1n a sutlicient amount in order
to make possible precipitation of the polymer dope solution
to the desired degree. In a preferred option, the inorganic
solvent 1s water. As an option, suflicient water 1s included 1n
the precipitation tluid such that the contacting of the pre-
cipitation tluid with the polymer dope solution can 1nitiate
coagulation in the formation of the membrane. As an option,
the precipitation fluid contains at least about 25 wt % water,
or at least about 30 wt % water, or from about 25 wt % to
about 75 wt % water, or from about 30 wt % to about 70 wt
% water, or other amounts, based on total weight of the
precipitation fluid. The remainder of the precipitation fluid
can be comprised of the organic solvent (e.g., polar aprotic
solvent) and any additive(s). The precipitation fluid can have
a composition, as an option, of from 75 wt % to about 25 wt
% polar aprotic solvent and from about 75 wt % to about 25
wt % water, based on total weight of the precipitation fluid.
In another option, the precipitation fluid comprises a com-
position of from about 70 wt % to about 30 wt % polar
aprotic solvent and from about 70 wt % to about 30 wt %
water, based on total weight of the precipitation fluid.

Where the microporous membrane 1s a hollow fiber, a
hollow fiber can be produced 1in a method of the present
invention, as an option, which comprises extruding or wet
spinning the polymer dope solution through an outer ring
duct of a spinneret comprising the outer ring duct and an
internal hollow core, and simultaneously, passing the pre-
cipitation tluid through the internal hollow core, wherein the
precipitation fluid acts directly on the polymer dope solution
alter 1ssuing from the spinneret. The spun fiber can be cast
into an aqueous washing bath with an air gap provided
between the spinneret and aqueous washing bath. Precipi-
tation of dope solution can 1mitiate as the precipitation tluid
comes 1n contact with the precipitation fluid. The precipi-
tation process can continue into an aqueous washing bath.
After precipitation, the coagulated fiber can be rinsed in a
bath that can contain water and 1n which the hollow fiber can
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be temporarily held for washing out dissolved organic liquid
constituents and for fixing the microporous structure of the
fiber. After that, the fiber can be passed through a hot drying
zone. The hollow fiber optionally can be texturized 1n order
to 1improve the exchange properties thereof. After this, the
fiber so produced can be handled in conventional manners,
for example, by winding onto a bobbin, cutting the fibers to
a desired length, bundled, and/or used 1in manufacture of
dialyzers from the cut fiber 1n conventional manners.

A wet-spinning spinneret which can be used for spinning
hollow fibers of the present invention can be types, for
example, shown 1n U.S. Pat. Nos. 3,691,068; 4,906,375; and
4,051,300, all of which are incorporated in their entireties by
reference herein. The indicated polymer dope solution con-
taining the fiber forming polymer and organic solvent can be
pumped to an annular extrusion spinneret having concentric
tubes. The spinneret or nozzle, for example, can have a ring
duct with a diameter equaling or approximating the desired
outer diameter of the hollow fiber. For example, as wet
spinning dimensions, the outer diameter orifice can be, as an
option, from about 0.2 mm to 0.5 mm and the 1inner diameter
can be from about 0.1 mm to about 0.4 mm, or other suitable
s1zes. A spinneret hollow core can typically extrude solution
coaxially into and through this duct through which the
precipitating fluid 1s fed simultaneously with polymer dope
solution being fed between the outer surface of the hollow
core and inner bore of the ring duct. The precipitating fluid
can be pumped through this hollow core so that the precipi-
tating solution emerges from the core tip and contacts with
the hollow fiber configuration that 1s made up of the
extruded polymer dope solution. As indicated, a hollow fiber
or capillary membrane can be formed by the precipitating
fluid acting 1n an outward direction on the polymer solution
alter 1ssuing from the wet-spinning spinneret.

The amount or ratio of the precipitating fluid supplied to
the polymer dope solution 1n the spinneret can be dependent,
for example, on the dimensions of the wet-spinning spin-
neret, that 1s to say, the dimensions of the finished hollow
fiber. In this respect, 1t can be desirable, as an option, that the
dimensions of the fiber upon precipitation are not changed
from those of the hollow fiber configuration before precipi-
tation but after extrusion. As an option, the amount of first
composition of the active surface can be controlled by
controlling the ratio of the precipitating fluid to the polymer
dope solution. The ratios of the volumes used of precipitat-
ing fluid to polymer dope solution can be 1n a range, as an
option, of from about 1:0.5 to about 1:4, or other values,
given an equal flow rate of the precipitating fluid and of the
polymer dope solution, to the area ratios of the hollow fiber,
1.¢. the nng-area formed by the polymeric substance and the
arca of the fiber lumen. The precipitating fluid can be
supplied to the extruded configuration directly upstream
from the spinneret such that the inner or lumen diameter of
the extruded and not yet precipitated configuration generally
corresponds to the dimensions of the ring spinneret, from
which the material 1s extruded. It can be usetul 1t the outer
diameter of the hollow fibers, as an option, 1s equal to from
about 0.1 mm to about 0.5 mm, whereas the thickness of the
membrane can be from about 10 um to 100 um or from about
15 um to 50 um.

As an option, 1n the present application, one or more
properties ol the polysulione (PSF) urethane copolymer can
be modified, for instance, to change the precipitation kinet-
ics ol the PSF-urethane copolymer’s polymer solution to
tabricate ultrafiltration membranes with desirable pore size
and/or size distribution. Some properties of the PSF-ure-
thane copolymer that can influence precipitation kinetics of




US 11,499,016 B2

15

its polymer solution include, but are not limited to, the
PSF-urethane copolymer’s molecular weight, the molecular
weight of the oligo- or polyurethane block, the molecular
weight of the PSF block, the ratio of oligo- or polyurethane
to PSF block, distribution of the polyurethane and PSF
blocks within the PSF-urethane copolymer, distribution of
the hydrophilic and hydrophobic blocks within the PSF
copolymer, and/or hydrophilicity of the copolymer. Any one
or more of these properties can be altered or adjusted in the
present mvention as part of the method and resulting prod-
uct. For example, the hydrophilicity of the PSF-urethane
copolymer can be enhanced by employing an oligo- or
polyurethane block based on polyethylene glycol, rather
than polypropylene glycol. The hydrophilicity of the PSF
copolymer can be enhanced by increasing the ratio of the
oligo- or polyurethane to PSF block. In combination with the
properties of the PSF-urethane copolymer, precipitation
conditions of PSF copolymer’s polymer solution can be
controlled to change 1ts precipitation kinetics to fabricate
ultrafiltration membranes with desirable pore size and/or
s1ze distribution. These precipitation conditions include con-
centration of the PSF-urethane copolymer solution, precipi-
tation temperature, and composition of the precipitating
medium.

By controlling pore size and size distribution of the
PSF-urethane copolymer-based ultrafiltration membranes,
membranes with desired molecular weight cut off (MWCO)
can be fabricated for applications in hemodialysis. In this
way, a membrane having a MW CO of about 50 kDa, 55 kDa,
60 kDa, 65 kDa, 70 kDa, 75 kDa, 80 kDa, 85 kDa, 90 kDa,
95 kDa, 100 kDa, 110 kDa, 120 kDa, 130 kDa, 140 kDa, 1350
kDa, or even higher than 150 kDa (e.g., from about 50 kDa
to 150 kDa or more) can be obtained. Optionally, a lower
MWCO may be desired, such as 30-40 kDa or 40-50 kDa.
One option for achieving a desired MWCO value or range
1s to react the urethane block with a pre-formed polysulione
and “stalling” the reaction once the desired MWCO 1s
reached.

As 1ndicated, the present mvention can be applied to
fabrication of flat sheet membranes. The polymer dope
solution containing the membrane-forming polymer and
solvent can be coated and solidified 1n place as a continuous
or discontinuous coating or film on a substrate surface (e.g.,
woven or non-woven). In a method of the present invention
for making a flat sheet membrane, as an option, the polymer
dope solution can be cast onto a surface of a carrier using a
doctor blade or knife to provide a film-coated carrner,
wherein the film 1s the polymer dope solution. Then, the
film-coated carrier can be conveyed through a precipitation
bath containing a precipitation fluid and further processed as
needed to provide a microporous membrane contaiming,
product. Flat sheet casting procedures, such as described in
U.S. Pat. No. 3,615,024, which 1s incorporated 1n its entirety
by reference herein, may be adapted to make flat sheet
membranes that incorporate polysulione-urethane copoly-
mer according to the present invention. In some aspects, a
flat sheet membrane or hollow fiber membrane may be
formed substantially from a polysulione-urethane copoly-
mer, without the need for an additional hydrophilic polymer.

The microporous membranes of the present invention can
be used, as an option, for dialysis membranes, ultrafiltration
membranes, and microfiltration membranes. The dialysis
membranes can be, for example, hemodialysis membranes
or hemofilters. Semi-permeable membrane filtration 1s often
used in the purification of proteins, microfiltration and
ultrafiltration being the most commonly practiced tech-
niques. Microfiltration can be defined as a low pressure
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membrane filtration process which removes suspended sol-
ids and colloids generally larger than 0.1 um 1n diameter.
Such processes can be used to separate particles or microbes
that can be seen with the aid of a microscope such as cells,
macrophage, and cellular debris. Ultrafiltration membranes
are characterized by pore sizes which enable them to retain
macromolecules having a molecular weight ranging from
about 500 Daltons to about 1,000,000 Daltons. Ultrafiltra-
tion 1s a low-pressure membrane filtration process which
separates solutes 1 a range of from about 0.01 um to 0.1 um.
Ultrafiltration can be used for concentrating proteins, and
removing bacteria and viruses from a solution. Ultrafiltra-
tion also can be used for purification treatments, such as
water purification. Dialysis membranes can be ultrafiltration

membranes which comprise biocompatible materials, such
as polyarylether polymer materials shown herein. When the
membranes are hollow fibers, as an option, the hollow fibers
can be microporous and capable of withstanding up to about
2,000 ps1 or more applied pressure without collapse, which
refers to pressure applied from outside of the fiber. The
hollow fibers, as an option, can have a fiber burst pressure
of up to about 300 ps1, which refers to pressure applied from
the 1nner lumen side of the fiber.

The present invention further can relate to a process of
using the microporous membrane for at least one of mem-
brane filtering or solute and/or solvent exchange which can
comprise contacting aqueous-based fluid or contacting
blood with the microporous membrane described herein. A
process for dialysis, blood oxygenation, or blood separation
filtering of the present mvention can comprise contacting
blood with a microporous membrane as described herein.

As an option, the polysulifone-urethane copolymer may be
incorporated into melted polymer material that 1s extrusion
molded or molded 1n dies (e.g., mjection molding) into
products, such as medical products.

The present mvention will be further clarified by the
following examples, which are intended to be only exem-
plary of the present invention. Unless indicated otherwise,
all amounts, percentages, ratios and the like used herein are
by weight.

EXAMPLES

Example 1

Polysulione-urethane copolymers of the present invention
were synthesized.

(a) Materials

Materials and reagents used 1n the copolymer synthesis
are listed 1n Table 1 with their common acronym.

TABLE 1

Materials and Reagents

Name Acronym
4.4'-dichlorodiphenylsulphone DCDPS
Bisphenol-A BPA
Potassium carbonate K>CO,
Dimethylacetamide DMAC
Urethane block (Poly(propylene PPG-TDI

olycol), Tolylene 2,4-Diusocyanate™

*A narrowly distributed diuisocyanate with molecular weight average Mn ~2,300, degree
of polymerization ~34, composed of ~3.6 wt. % 1socyanate (NCO).

(b) General Copolymer Synthesis Procedure Used:
The polysulione urethane (PSF-Urethane) copolymer
synthesis proceeded 1n a two-stage process. In the first stage,
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the urethane blocks were end-capped with BPA. Then, the
polysulfone-urethane copolymer was synthesized 1n the sec-
ond stage.

In order to incorporate the urethane oligomer into the
polysulfone backbone i1n the second stage, the TDI end
groups of the urethane block were first end-capped with
BPA. This formed an oligomer with BPA on either end,
which was reacted with DCDPS 1n the presence of K,CO,
to form the PSF-urethane block copolymer.

(1) BPA End Capping of PPG-TDI Urethane:

The BPA-oligomer end-capping (first stage) was achieved
by reaction of the 1socyanate (NCO) end groups of PPG-TDI
in DMAC with excess BPA.

An o1l jacketed 1-liter round bottom reactor vessel, fitted
with a lid, was set up to accommodate an agitator shaft with
two 4-blade impellers, a temperature probe, a nitrogen inlet,
a charge port, and a neck attached to a Dean-Stark trap
configured with a condenser above it. The reactor tempera-
ture was monitored so that the system pressure remained at
atmospheric pressure, and the o1l jacket, connected to an
external circulator, maintained the desired temperature of
the reactor contents.

First, a 15 wt-% BPA 1n DMAC solution was prepared by
adding 135.00 g BPA to 765.00 g DMAC 1n a 1-liter media
bottle and mixed until dissolved.

Then, 500 g of the 15 wt-% BPA solution was charged to
the reactor, and the heating element was set to 67° C. in
order to target a reactor solution temperature of 65° C.
Agitation was set at a speed of 300 rpm, and nitrogen flow
was set to 100 ml/muin.

An additional 100 g of DMAC was charged to the reactor,
and the contents were allowed to reach the target tempera-
ture under agitation.

Once the reactor contents reached a stable temperature at
65° C., the PPG-TDI solution was added. The charge port
was fitted with a cap through which a V4" stainless steel (SS)
tube inlet was inserted, and the tubing was attached to a
syringe pump. The urethane solution was weighed 1n a 60
ml syringe and then attached to the syringe pump to be
gradually added to the reactor at a rate of 5 mL/min. During
addition, the reactor was monitored to ensure the tempera-
ture remained at 635° C.x5° C. The syringe was refilled,
weighed, and reattached to the syringe pump until 400 g of
the PPG-TDI urethane had been added, or until the reaction
vessel contained 40% urethane.

Once all the urethane was added, a 5-10 mL sample was
taken immediately to have an mitial NCO concentration
measured in order to monitor the end-capping via NCO
titration. The solution was allowed to react with BPA at a
temperature of 65° C. for a minimum of 2 hours or until no
change was seen 1n the amount or NCO end groups. The
final sample analyzed was calculated to have ~0.21% NCO
end groups (t,~0.41% NCO, blank=0.2%). The solution was
cooled to 40° C. and then stored 1n an amber colored bottle
at ambient conditions.

(11) Copolymernization: Two batches of polysulione copo-
lymer, each with different compositions of urethane, were
synthesized using the BPA-end-capped PPG-TDI urethane.
The copolymerization process of polysulfone and the ure-
thane was used to form a block copolymer solution in
DMAC, which would result 1n the polysulfone-urethane
blocks.

A 2-Liter round bottom reactor vessel was charged with
the appropriate amounts of DCDPS, K,CO,, DMAC, and
80% of a normal charge of BPA. The amount of BPA
required for complete polymerization (i.e. 100%) of the
DCDPS, charged to the reactor was considered as normal
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charge of BPA. The additional BPA required for the copo-
lymerization was charged during the BPA end-capping of the
urethane. The final molar ratio of the reaction solution was
0.9840 moles BPA to 1.0000 moles DCDPS. The BPA
end-capped urethane was charged 1n the amounts of ~16 wt
% or ~50 wt % to that of the targeted copolymer weight. The
targeted copolymer weight 1s a theoretical number, calcu-
lated based on the amounts of free BPA, BPA end-capped
urethane and DCDPS used. Using K,CO, as a catalyst, the
BPA end-capped urethane solution formed a bisphenol A salt
anion, which competed with the free BPA for the DCDPS.
This allowed the urethane blocks to be incorporated nto the
PSF polymer chain.

(¢c) Specific Copolymer Synthesis Procedures Used for
Copolymer Batches 1 and 2:
PSF-Urethane Copolymer Synthesis Batch 1

PSF-urethane copolymer with theoretical ratio of 16 wt %
BPA end-capped urethane to copolymer was synthesized.

The batch size and mass balance were established for
production of 511.19 g of the PSF-PU copolymer. A 2-liter
round-bottom reactor with a four neck reactor head was set
up with an agitator with two A320 type impellers, a charging
port and nitrogen inlet, fractionation column (Dean-Stark
trap and water-cooled condenser), and a thermocouple. The
Dean-Stark trap and reactor head were fitted with a heating
tape and heating mantle, respectively. These were controlled
by Variacs® and set at 25% for the tape and 50% 1for the
mantle.

First, 200 g of the BPA end-capped urethane solution was
charged into the reactor. Then, 334.36 g DCDPS and 170.58

g K, CO, were added; K,CO; was added 1n 6 wt % excess.
An additional 246.55 g of BPA was added, and 465 g of
DMAC was used to wash any residual reagents from the
funnel and to achieve a reactor concentration of 47% soluble
solids. Nitrogen flow was enabled after all additions and was
monitored and adjusted throughout the reaction process in
order to maintain a vapor temperature ~100° C. The nitrogen
flow rate was typically between 254 and 4359 ml/min. The
reactor was lowered 1nto a hot o1l bath, which was set to heat
the reactor to 150° C.-138° C. The overhead agitator was set
to 300 rpm and increased to 500 rpm once solution viscosity
began to increase.

Distillate was collected every hour from the Dean-Stark
trap 1nto a tared Erlenmeyer flask. The difference from the
flask weight before and after was used to determine the
amount of DMAC needed to be added back to the reactor 1n
order to maintain the solution concentration throughout the
reaction duration. The DMAC additions were made by using
a syringe and dispensing the equivalent amount of DMAC to
the amount of distillate removed. Karl Fisher titration of the
distillate was used to determine the amount of expected
water removed from the reaction.

A molecular weight (IMw) of 77,400-81,000 Daltons was
targeted.

The reactor temperature reached 152° C. 1n ~2 hours and
was maintained at 152-155° C. throughout the entire reac-
tion. After 10 hours, 60% of the water was removed, and the
agitator torque, which 1s used to monitor viscosity,
increased. By 18 hours, 80% of the water had been removed,
and the GPC results showed an Mw of 20,000 Daltons.
Polymerization slowed after 38 hours with an Mw of 70,000
Daltons. Since the BPA to DCDPS stoichiometry was not
1:1, the reaction could be spiked with a slight amount of
BPA 1 the Mw growth stalled at a lower Mw than desired.
Therefore, a predetermined amount of BPA was added to
reinitiate polymerization. After 45 hours, the Mw reached
77,000 Daltons. The reaction was stopped by adding 300 g
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of cold DMAC to lower the reactor temperature to 125° C.
The contents were then poured 1nto a larger flask and diluted
with 1086 g DMAC to 20% soluble solids. The final
molecular weight distribution was: Mn=22,000; Mw=77,
300; and cyclic dimer content=1.15%.

The 20% solution was filtered through a 2 um sintered
metal disc using nitrogen pressure. After filtration was
complete, the polymer was precipitated by slowly adding a
200 mL aliquot of the polymer solution 1nto a blender with
2 L of deionized water (DI H,O). It was then blended for an
additional 1 to 2 minutes on high speed in order to remove
most of the DMAC and to precipitate the polymer, which
was then ground by the blender into a powder. When the
blender was stopped, the contents were poured 1nto a 25-50
um vacuum filter funnel. The filtrate of DMAC and H,O was
discarded 1nto a waste container. The polymer was returned
to the blender with 1 L of fresh DI H,O, and the process was
repeated. After the second vacuum filtration, the polymer
was placed 1n a tray and dried 1n an oven at 120° C. for >12
hours. The precipitation and drying process was repeated
until all of the filtered polymer solution had been precipi-
tated and dried. A slightly off-white powder was obtained
alter precipitation and drying.

PSF-Urethane Copolymer Synthesis Batch 2

PSF-urethane copolymer with theoretical ratio of 50 wt %
BPA end-capped urethane to copolymer was synthesized.

The batch size and mass balance were established for
production of 483.75 g of Polysulfone. A 2-liter round-
bottom reactor was set up as described 1n Batch 1.

First, 650.00 g of the BPA-end-capped urethane solution
was charged to the reactor. Then, 316.49 g DCDPS and
167.56 g K,CO; were added; K,CO,; was added in 10%
excess. An additional 198.82 g of BPA was added, and an
additional 205 g of DMAC was used to wash any residual
reagents from the funnel and to achieve a reactor concen-
tration ol 47% soluble solids. Nitrogen flow was enabled and
was monitored and adjusted throughout the reaction process
in order to maintain a vapor temperature ~100° C. The
nitrogen flow rate was typically between 254 and 459
ml/min. The reactor was lowered 1nto a hot o1l bath, which
was set to heat the reactor to 150° C.-158° C. The overhead
agitator was set to 300 rpm and increased to 500 once
solution viscosity began to increase.

Distillate was collected every hour from the Dean-Stark
trap, titrated, and DMAC was added back to the reactor,
similarly to Batch 1. The target Mw was 77,400-81,000
Daltons. The reaction was monitored using GPC and torque
as 1ndicators for polymerization progress.

The reactor temperature reached 152° C. in ~2 hours and
was maintained at 152-155° C. throughout the entire reac-
tion. After 12 hours and 28 hours, 35% and 47% of the water
was removed, respectively. The agitator torque began to
increase at 20 hours, at which time the Mw was 10,600
Daltons. Water removal reached ~52% by 37 hours but the
Mw was at 80,000, and polymerization seemed to be stall-
ing. The reaction was allowed to continue until 44 hours had
clapsed, and the final molecular weight distribution was
measured by gas chromatography: Mn=19,500; Mw=88,000
Daltons; and cyclic dimer content=1.15%. The reaction was
stopped by adding 300 g of cold DMAC to lower the reactor
temperature to 125° C. This copolymer reactor solution was
poured into the larger flask, the solution was observed to
have a more slippery and rubberlike consistency than a
standard polysulfone solution. An additional 1,086 g DMAC
was added to dilute the solution to 20% soluble solids. The
20% polymer solution was precipitated, filtered, and dried as

described 1n Batch 1.
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(d) Results of the Copolymer Synthesis

A summary of the two batches of the polysulione-ure-
thane copolymers synthesized in Batches 1 and 2 is pre-
sented 1n Table 2. Molecular weight distribution of the
polysulfone-urethane copolymers, from GPC analysis, was
compared with that of a typical polysulione (i.e., UDEL®
P-3500 polysulfone from Solvay). It was observed that the
molecular weight distribution of the inventive polysulione-
urethane copolymers was noticeably different from that of
the typical polysulione. For both batches of polysulione-
urethane copolymers synthesized, it was apparent that there
was some higher molecular weight material before the main
polymer peak eludes. For the copolymer with BPA end-
capped urethane composition of 50 wt-%, molecular weight
distribution of the final copolymer solution and the precipi-
tated copolymer were plotted and compared with UDEL®
P-3500 polysulfone from Solvay 1n overlaid GPA chromato-
grams (not shown). This overlay showed that both the
polymer solution and precipitated polymer powder have the
same molecular weight distribution.

TABLE 2

Summary of the PSF Copolymer Synthesis

BPA endcapped-Urethane

Synthesis composition 1 PSE
Batch copolymer (Wt %0)* Mn Mw
1 ~16 22,000 77,300
2 ~50 19,500 88,000

*Theoretical number based on the amounts of reactants used for copolymer synthesis.

Example 2

Flat sheet membranes were cast with polymer dope solu-
tions contaimng the polysulifone-urethane copolymers of
Batches 1 and 2 of Example 1 and characterized.

(a) Preparation of the Polymer Dope Solutions:

Polymer dope solutions specific for casting flat sheet
membranes were prepared by adding known amounts of the
base polymer, additive (e.g. polyvinylpyrrolidone, PVP),
and solvent (e.g. dimethylacetamide, DMAC). Components
were mixed at 70° C. until the polymer and additives were
completely dissolved 1n the solvent. Diflerent dope solutions
were mixed containing polysulfone (UDEL® P-3500 from

Solvay) or the synthesized polysulione-urethane copolymer
(Batch 1 or Batch 2) as the base polymer; PV) (K-90 from
Ashland) was used as an additive; DMAC was used as the
solvent. Amount of solids (1.e. base polymer and additives)
in all of the polymer dope solutions was about 19 to 20
wt-%.

(b) Procedure for Casting Flat Sheet Membranes:

Flat sheet membranes were cast, precipitated, and rinsed
at ambient conditions. Casting began with about 15 mL of
the dope solution dispensed at one end of a level glass plate.
Using a doctor blade that was adjusted to a known blade
height, the dope solution was spread uniformly on the glass
plate to make a thin film measuring 9 inchesx12 inches.
Immediately after spreading the solution, the glass plate was
completely submerged in a known concentration of a pre-
cipitation solution (percent DI H,O in DMAC) for five
minutes to precipitate the polymer dope solution into a flat
sheet membrane.

The flat sheet was rinsed on the glass plate, for ease of
handling, 1n a DI H,O bath for 10 minutes. Lastly, the flat
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sheet was dried as a loose film at room temperature for at
least 24 hours belfore any testing was performed.
(¢) Procedure for Testing the Flat Sheet Membranes
After the flat sheets were completely dried, the mem-
branes were cut into 43 mm diameter disks to be tested for

water permeance and dextran sieving coeflicient.

The membrane disks were placed 1nto a flat sheet mem-
brane test cell (Advantec, UHP 43) with the active side of
the membrane facing upwards. The active side was defined
as the side exposed to air during casting on the glass plate.
The membrane cell was filled with feed solution, water or
dextran solution, and pressurized to the desired pressure
(10-15 ps1) using a nitrogen gas cylinder.

The Dextran sieving procedure and dextran sieving coet-
ficient was determined using internal GPC procedures.
Briefly, feed solutions including dextrans of different
molecular weights was filtered across the membrane. Feed,
retentate and permeate samples were then analyzed for
concentration of dextran’s using Gel Permeation Chroma-
tography (GPC). The Dextran sieving coeflicient was cal-

culated based on these measured concentrations.

(d) Results

(1) Water Permeance:

PSF Copolymer Batch 1 (16 wt % BPA end capped-
urethane block composition):

Flat sheet membranes were cast from polymer dope
solutions having diflerent ratios of PSF-urethane copolymer
to PVP 1n order to study the amount of PVP additive
required to make a porous and hydrophilic membrane. For
comparison, membranes were also cast using polymer solu-
tion of UDEL® P-33500 PSF containing different amounts of
PVP additive. Both the PSF-Urethane copolymer and
UDEL® P-3500 PSF-based membranes were made using a
20 wt-% precipitation tluid. Water permeance was used as a
measure to study the porosity and hydrophilicity of the flat
sheet membranes.

The PSF-urethane copolymer based membranes repre-
senting examples of the present invention had a higher water
flux compared to UDEL® P-3500 PSF-based membranes
(Solvay Specialty Polymers); see FIG. 7 (# represents
PSF-urethane copolymer data, Ml represents UDEL® P-3500
PSF data). At a base-polymer/PVP ratio of 6.0, water per-
meance of the PSF-Urethane copolymer membrane was 123
ml/hr/mmHg/m?*, while the UDEL® P-3500 PSF-based
membrane was 0 ml/hr/mmHg/m”. Similarly, when the
copolymer was cast with no PVP additive, the water per-
meance was 0 ml/hr/mmHg/m>. The PSF-urethane copoly-
mer based membranes have a urethane block that 1s hydro-
philic, which could be contributing to the pore formation
and/or hydrophilicity of the membranes resulting in the
higher water permeance, relative to the UDEL® P-3500
PSF-based membranes. However, the copolymer cast mem-
brane with 16 wt % may benefit from the use of pore forming,
additive(s) such as PVP to better ensure a suflicient volume
fraction of urethane blocks for porous and hydrophilic
membranes.

PSF Copolymer Batch 2 (30 wt % BPA end capped-
urethane block composition):

Flat sheet membranes were made using the PSF-urethane
copolymer without any PVP additive. The eflect of precipi-
tation fluid composition on water permeance was studied for
the PSF copolymer membranes; see FIG. 8 (® represents
PSF-urethane copolymer data, Bl represents UDEL® P-3500
PSF data). Water permeance was measured for all mem-
branes casted using the copolymer, even without any PVP.
The 50 wt-% BPA end-capped urethane copolymer con-
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tained enough urethane blocks to form a porous and hydro-
philic membrane without any pore forming additive such as
PVP.

Water permeance of the PSF-urethane copolymer mem-
branes increased with an increase 1n water content of the
precipitation fluid; see FIG. 8. Conversely when water
soluble pore forming additive such as PVP was blended with
UDFEL® P-3500 PSF and cast into flat sheet membranes,
water permeance decreased with an increase 1 water con-
tent of the precipitation tluid.

The urethane blocks of the PSF-urethane copolymer were
hydrophilic, and therefore water in the precipitation fluid
may not be acting as effectively as a non-solvent during the
precipitation of the polymer solution. Presence of the ure-
thane block may have a significant intfluence on precipitation
kinetics of the polymer. Therefore, the properties of the
urethane block and its composition imn the PSF-urethane
copolymer can be used as a tool to control the precipitation
kinetics of the polymer solution and hence the membrane
properties.

(1) Dextran Sieving:

Membranes made from the PSF copolymer with BPA
end-capped urethane block composition of about 50 wt-%
(without any PVP additive) were studied for dextran sieving
coellicient. Sieving coeflicient of the membrane with the
lowest water permeance (i.e. 15 ml/hr/mmHg/m?) in the
dextran’s molecular weight range of 10K to 100K Daltons
was about one; 1.e., all dextran molecules within the studied
molecular weight range were permeating across the mem-
brane without any rejection. The pore dimensions of the
membrane were likely to be 1n the range of microfiltration
membranes. However, for the purpose of dialysis treatment
and blood purification, the pore dimensions are required to
be 1n the range of ultrafiltration; either the PSF copolymer
properties or precipitation kinetics of the dope solution will
have to be modified.

(111) SEM Analysis:

Visual surface analysis via SEM indicated a porous sur-
face on the top and bottom of the flat sheet membrane that
was cast with the PSF-urethane copolymer without PVP
additive; see FIGS. 9A-9B. Since precipitation of the poly-
mer solution during casting of the flat sheet membrane was
initiated from the top surface, it was expected that the top
surface of the membrane would have a denser pore structure
compared to the bottom surface.

Summary

Two batches of PSF-urethane copolymer were success-
fully synthesized in a two stage synthesis process. The
PPG-TDI urethane was first end-capped with BPA, and then
introduced to DCDPS at various weights to produce a 16 wt
% and 50 wt % BPA end-capped urethane composition to the
final copolymer target weight. The molecular weights were
77,300 Da (16 wt-% BPA end-capped urethane composition)
and 88,000 Da (50 wt-% 16 wt % BPA end-capped urethane
composition); see Table 2.

The 50 wt-% BPA end-capped urethane composition
copolymer was cast 1nto a porous and hydrophilic flat sheet
membrane without any pore forming additive, 1.e. PVP. The
16 wt-% BPA end-capped urethane composition copolymer
required PVP, but less than the UDEL® P-33500 PSF to make
a porous membrane; see FIG. 7. Visual observations via
SEM confirmed porous structure on the top and bottom of
the membrane; see FIGS. 9A-9B.

Water permeance of the 50 wt-% BPA end-capped ure-
thane composition copolymer flat sheet membrane without
any PVP additive increased with an increase in water
composition of the precipitation fluid; see FIG. 8.
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Dextran sieving of the 50 wt % BPA end-capped urethane
composition copolymer flat sheet membrane could have a
molecular weight cutofl >100 kDa.

o=

Since the application for the PSF-urethane copolymer was
targeted for dialysis and blood purification, the pore size
must be reduced significantly. Future studies are to include
moditying the pore structure for a lower molecular weight
cut off by altering the PSF copolymer urethane composition
or the precipitation kinetics via casting.

The present invention includes the following aspects/
embodiments/features 1 any order and/or 1n any combina-
tion:

1. The present invention relates to a polysulfone-urethane

copolymer comprising formula (I) or formula (II):

[D-E], 1-[D-G-D]pa-[E-D] 3 (D

[D-(E-D)51-(G)p2-(D-E)z3]za (1I)

wherein G 1s a urethane block, D 1s a divalent residue of an
aromatic dihydroxyl compound, E 1s an aromatic sulione
group, and wherein 1) al, a2 and a3 are independently from
1-100 which randomly or non-randomly repeat 1n formula
(I), and 11) b1, b2, b3, and b4 are independently from 1-100
which randomly or non-randomly repeat in formula (1I).
2. The polysulione-urethane copolymer of any preceding or
tollowing embodiment/feature/aspect, having formula (I):

[D-E];1-[D-G-D]o-[E-D],3

wherein al and a3 are independently from 10-100 and a2 1s

from 1-10 umts which randomly or non-randomly repeat 1n

formula (I).

3. The polysulione-urethane copolymer of any preceding or
following embodiment/feature/aspect, having formula

(1)
[D-(E-D)51-(G)pa-(D-E) 34

wherein bl and b3 are independently from 10-100 and b2

and b4 are independently from 1-10 units which randomly or

non-randomly repeat 1n formula (II).

4. The polysulione-urethane copolymer of any preceding or
following embodiment/feature/aspect, having formula

(I11):
J-D-[X],-[D-G-D],-[X];-D-J

wherein J 1s an end group of the polymer, X 1s a polysulfone

block comprised of aromatic dihydroxyl compound and

dihalodiphenyl sulfone, wherein g and 1 are independently
from 1-100 units.

5. The polysulione-urethane copolymer of any preceding or
following embodiment/feature/aspect, wherein each J 1s a
mono-reacted residue of a dihalodiphenyl sulfone or a
polysulfone block containing an aromatic dihydroxyl
compound and a dihalodiphenyl sulfone end unit.

6. The polysulfone-urethane copolymer of any preceding or
following embodiment/feature/aspect, wherein each E 15 a
di-reacted residue of a dihalodiphenyl sulfone.

7. The polysulione-urethane copolymer of any preceding or
following embodiment/feature/aspect, wherein D 1s a
di-reacted residue of a dihydroxydiphenyl sulfone or a
dihydroxybiphenyl.
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8. The polysulione-urethane copolymer of any preceding or
following embodiment/feature/aspect, wherein G com-
prises an oligo- or polyurethane chain of formula (IV):

O O H
| |

—O0—tR'—09—C—N—R—O0—¢R'—095—C—N—R—N—C—

H H O

wherein R 1s a divalent residue of an aliphatic or aromatic

duisocyanate linker, R' 1s a divalent residue of an organic

polyol compound which 1s different from D, m1 1s 1-10, and

m2 1s 0-10.

9. The polysulfone-urethane copolymer of any preceding or
tollowing embodiment/feature/aspect, wherein the G fur-
ther comprises at least one amphiphilic or hydrophobic
block 1n the oligo- or polyurethane chain.

10. The polysulfone-urethane copolymer of any preceding
or following embodiment/feature/aspect, wherein D 1s of
formula (V):

O—Ar-L—Ar'—O0

wherein each of Ar and Ar' 1s an aromatic moiety;

[ is a linking moiety selected from L' or L.*, wherein L' has
the formula (VI):

wherein L alkyl or alkylaralkyl, wherein each of J* and J°
1s independently selected from hydrogen, alkyl, halogenated
alkyl, halogenated arylalkyl, alkenyl, haloalkenyl, phenyl,
halogen, hydroxyalkyl, hydroxyarylalkyl, alkynyl, alkyloxy,
arylalkyloxy, aminoalkyl, aminoarylalkyl, alkyl and arylal-
kyl substituted by carboxvylic acid, ester, amide, aldehyde
and ketone function, and L* is SO.,.
11. The polysulfone-urethane copolymer of any preceding or
following embodiment/feature/aspect, wherein E 1s of

formula (VII):

— Ar'—S0,F Arr—(Q—Ar),,—SO0,F+—Ar* —

wherein each of m and n are independently zero or an integer

of 1 to 10; each of Ar', Ar®, Ar’ and Ar” is an unsubstituted

or substituted aromatic moiety; Q 1s a bond or a divalent
group.

12. The polysulfone-urethane copolymer of any preceding
or following embodiment/feature/aspect, wherein one or
more of Ar', Ar, Ar and Ar* is a substituted aromatic
moiety comprising at least one substituent selected from
haloalkyl and quaternary amine.

13. The polysulione-urethane copolymer of any preceding
or following embodiment/feature/aspect, wherein Q 1s a
bond, unsubstituted or substituted phenyl, —CH,—,
—(C(0), —C(CH;),—, —C(CF;3),—, —C(—CCl,), or
—C(CH,)(CH,CH,COOH)—.

14. The polysulfone-urethane copolymer of any preceding
or following embodiment/feature/aspect, which has a
welght average molecular weight of from about 10,000 to

about 750,000 g/mol.
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15. The present invention relates to a polymer composition
comprising the polysulfone-urethane copolymer of any
preceding or following embodiment/feature/aspect 1n an
amount of from about 10% to about 100% by weight of
total weight of the polymer composition.

16. The present invention relates to a membrane comprising
the polysulfone-urethane copolymer of any preceding or
following embodiment/feature/aspect.

17. The membrane of any preceding or following embodi-

ment/feature/aspect, wherein the membrane 1s a hollow

fiber or a flat sheet.

18. The membrane of any preceding or following embodi-
ment/feature/aspect containing 0 to less than 50 wt % total
polyvinylpyrrolidone or polyethylene glycol.

19. The present invention relates to a method for preparing
a polysulione-urethane copolymer, comprising:

1) reacting at least one oligo- or polyurethane block with
an aromatic dihydroxyl compound which end caps the at
least one oligo- or polyurethane block to form an end-
capped oligo- or polyurethane block; and

2) reacting the end-capped oligo- or polyurethane block
with an aromatic diol and a dihalodiphenyl sulfone to form
a polysulfone-urethane copolymer with control of stoichi-
ometry so that the polysulione-urethane copolymer has
dihalodiphenyl sulfone end groups.

20. The present invention relates to a method for preparing
a polysulfone-urethane copolymer, comprising:

1) reacting an aromatic diol and a dihalodiphenyl sulfone
to form polysulione block, and control the stoichiometry so
that the polysulfone block 1s end-capped with residue of an
aromatic diol; and

2) reacting at least one oligo- or polyurethane block, an
aromatic dihydroxyl compound, and the polysulfone block
to form a polysulfone-urethane copolymer.

21. The present invention relates to a method for preparing
a polysulfone-urethane copolymer, comprising:

1) reacting aromatic diol and an excess dihalodiphenyl
sulfone to form polysulfone block, and control the stoichi-
ometry so that the polysulfone block has dihalodiphenyl end
groups;

2) reacting at least one oligo- or polyurethane block with
an aromatic dihydroxyl compound which end caps the at
least one oligo- or polyurethane block; and

3) reacting the polysulione block and the end-capped
oligo- or polyurethane block to form a polysulfone-urethane
copolymer.

22. The method of any preceding or following embodiment/
teature/aspect, turther comprising 4) adding a dihalodi-
phenyl sulfone and/or an aromatic diol to complete the
polymerization or build molecular weight of the copoly-
mer.

23. The method of any preceding or following embodiment/
feature/aspect, further comprising preparing the at least
one oligo- or polyurethane block by reacting diisocyanate
and an organic polyol compound to form the at least one
oligo- or polyurethane block.

24. The method of any of preceding or following embodi-
ment/feature/aspect, further comprising separating low
molecular weight species from the polysulfone-urethane
copolymer.

25. The method of preceding or following embodiment/
feature/aspect, wherein the low molecular weight species
1S one or more oligomers.

26. The method of any preceding or following embodiment/
feature/aspect, wherein the reacting the at least one oligo-
or polyurethane block with the aromatic dihydroxyl com-
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pound 1s performed 1n the presence of metal carbonate,

aprotic polar solvent, and excess of the aromatic dihy-

droxyl compound.

2’7. The method of any preceding or following embodiment/
feature/aspect, wherein the reacting of the end-capped
oligo- or polyurethane block with the aromatic hydroxyl
compound and the dihalodiphenyl sulfone 1s performed 1n
the presence ol metal carbonate and aprotic polar solvent.

28. The method of any preceding or following embodiment/
feature/aspect, wherein the aromatic dihydroxyl com-
pound 1s a bisphenol and the dihalodiphenyl sulfone 1s a
4,4'-dihalodiphenyl sulfone.

29. The method of any preceding or following embodiment/
feature/aspect, further comprising at least one of modify-
ing at least one terminal groups of the oligo- or polyure-
thane chain or incorporating at least one amphiphilic or
hydrophobic block 1n the oligo- or polyurethane chain.

30. The method of any preceding or following embodiment/
feature/aspect, further comprising adding at least func-
tional group to at least one aryl group of at least one
polysulione block of the polysulfone-urethane copolymer,
wherein the at least one functional group 1s selected from
haloalkyl and quaternary amine.

31. A process of making a membrane comprising preparing
a dope solution containing the polysulfone-urethane
copolymer of any preceding or following embodiment/
feature/aspect, and forming a hollow fiber or flat sheet
with the dope solution.

32. The process of any preceding or following embodiment/
feature/aspect, wherein the dope solution further com-
prises at least one of polysulione, polyethersulione, pol-
yarylsulfone,  polyarylethersulione, polyvinylidene
fluoride, polyacrylonitrile, or any copolymer thereof.

33. The present invention relates to a process ol making a
membrane, comprising:

a) forming a spinning mass comprising the polysulfone-
urethane copolymer of any preceding or following embodi-
ment/feature/aspect; and

b) spinming the spinning mass through a spinneret to form
hollow fibers.

34. The process of any preceding or following embodiment/
feature/aspect, wherein the spinning mass contains from O
to less than 50 wt % total polyvinylpyrrolidone or poly-
cthylene glycol.

35. The present invention relates to a dialyzer comprising
hollow fibers of any preceding or following embodiment/
feature/aspect.

36. The present invention relates to a process for hemodi-
alysis or hemofiltration or hemodiafiltration comprising
contacting blood with a membrane comprising at least one
of the hollow fibers or flat sheet of any preceding or
following embodiment/feature/aspect.

The present invention can include any combination of
these various features or embodiments above and/or below
as set forth 1n sentences and/or paragraphs. Any combination
of disclosed features herein 1s considered part of the present
invention and no limitation 1s intended with respect to
combinable features.

Applicants specifically incorporate the entire contents of
all cited references in this disclosure. Further, when an
amount, concentration, or other value or parameter 1s given
as either a range, preferred range, or a list of upper prefer-
able values and lower preferable values, this 1s to be
understood as specifically disclosing all ranges formed from
any pair of any upper range limit or preferred value and any
lower range limit or preferred value, regardless of whether
ranges are separately disclosed. Where a range of numerical
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values 1s recited herein, unless otherwise stated, the range 1s
intended to include the endpoints thereof, and all integers
and fractions within the range. It 1s not itended that the
scope of the invention be limited to the specific values
recited when defining a range.

Other embodiments of the present mvention will be
apparent to those skilled in the art from consideration of the
present specification and practice of the present invention
disclosed herein. It 1s intended that the present specification
and examples be considered as exemplary only with a true
scope and spinit of the invention being indicated by the
following claims and equivalents thereof.

What 1s claimed 1s:

1. A method for preparing a polysulfone-urethane copo-
lymer, comprising

1) reacting an aromatic diol and a dihalodiphenyl sulfone
to form a polysulfone block, and control the stoichi-
ometry so that the polysulfone block has dihalodiphe-
nyl end groups,

2) reacting at least one oligo- or polyurethane block with
an aromatic dihydroxyl compound which end caps the
at least one oligo- or polyurethane block to form an
encapped oligo- or polyurethane block, and

3) reacting the polysulione block and the end-capped
oligo- or polyurethane block to form the polysulione-
urethane copolymer.

2. The method of claim 1, wherein said step 1) and said
step 2) are conducted in the presence of at least one metal
carbonate and at least one solvent.

3. The method of claim 2, wherein said metal carbonate
1s dipotassium carbonate and said solvent 1s a polar aprotic
solvent.

4. The method of claim 1, wherein said polysulione block
having said dihalodiphenyl end groups comprises repeating,
units of an aromatic dihydroxyl compound and a dihalodi-
phenyl sulfone and a dihalodiphenyl sulfone end groups.

5. The method of claim 1, wherein said reacting 1n said
step 1) 1s 1n the presence of a metal carbonate as a catalyst
at a reaction temperature of from about 145° C. to about
185° C. for about 2 hours to about 12 hours 1n a reaction
vessel setup with a fractionation column.

6. The method of claam 1, wherein said step 2) 1s
maintained at a reaction temperature of 65° C.+£5° C. at
atmospheric pressure for at least 2 hours or until no change
1s seen 1n the amount of NCO end groups.

7. The method of claim 1, wherein in said step 3), said
reacting 1s 1n the presence of a metal carbonate as catalyst at
a reaction temperature of from about 145° C. to about 185°
C. for about 2 hours to about 12 hours 1n a reaction vessel
with a fractionation column.

8. The method of claim 2, wherein said solvent 1s dim-
cthylacetamide (DMAC), dimethylformamide (DMF), tet-

rahydrofuran (THF), N-methylpyrrolidone (NMP), N-ethyl-
2-pyrrolidone  (NEP), dimethylsulfoxide (DMSQO),
tetrahydrofuran (THF), N-ethylpyrrolidone (NEP), N-oc-
tylpyrrolidone, dimethylformamide (DMF), butyrolactone,
or sulfolane, anisole.
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9. The method of claim 2, wherein said metal carbonate
1s anhydrous.

10. The method of claim 2, wherein said metal carbonate
1s an alkali metal carbonate, alkaline earth metal carbonate,
or any combination thereof.

11. The method of claim 2, wherein said metal carbonate
1s sodium carbonate, potassium carbonate, and/or calcium
carbonate.

12. The method of claim 2, wherein said metal carbonate
1s 1n dry fine particle form.

13. The method of claim 1, further comprising separating
low molecular weight species from the polysulfone-urethane
copolymer after said step 3), wherein the low molecular
welght species 1s one or more oligomers.

14. The method of claim 1, wherein the reacting of the at
least one oligo- or polyurethane block with the aromatic
dihydroxyl compound 1s performed in the presence of a
metal carbonate, an aprotic polar solvent, and an excess of
the aromatic dihydroxyl compound.

15. The method of claim 1, wherein the aromatic dihy-
droxyl compound 1s a bisphenol and the dihalodiphenyl
sulfone 1s a 4,4'-dihalodiphenyl sulfone, and said aromatic
diol 1s the aromatic dihydroxyl compound.

16. The method of claim 1, said method further compris-
ing at least one of moditying at least one terminal group of
the oligo- or polyurethane block or incorporating at least one
amphiphilic or hydrophobic block 1n the oligo- or polyure-
thane block.

17. The method of claim 1, said method further compris-
ing adding at least one functional group to at least one aryl
group ol the polysulfone block of the polysulfone-urethane
copolymer.

18. The method of claim 1, wherein said polysulione-
urethane copolymer comprises formula (I1I):

E-(D-E),7-D-E-(D-G-D),,4-(E-D),5-D-E,

wherein x7=1-100, m4=1-100, and x8=1-100 which ran-
domly or non-randomly repeat 1n formula (III), and G
1S a urethane block, D 1s a divalent residue of an
aromatic dihydroxyl compound, E 1s an aromatic
sulfone group, and wherein the urethane block 1s a

urcthane from a reaction of a ditsocyanate and a polyol
and wherein the polyol 1s of the formula: HO—CH

(Z)—CH,—0O),,—H, where Z 1s CH; or H and nl 1s
from 1 to 100.

19. The method of claim 18, wherein said x7=10-30,
m4=1-10, and said x8=10-30.

20. The method of claim 18, wherein G 1s a series of
urethane blocks.

21. The method of claim 1, said method further compris-
ing adding at least functional group to at least one aryl group
ol the polysulione block of the polysulione-urethane copo-
lymer, wherein the at least one functional group 1s selected
from haloalkyl and quaternary amine.
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